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of urine porphyrins as a result of the inhibition of δ-aminolevulinic
acid dehydrase. The treatment is chelation therapy with agents such as
ethylenediamine tetraacetic acid (EDTA). Chronic mercury poisoning
produces dementia, peripheral neuropathy, ataxia, and tremulousness
that may progress to a cerebellar intention tremor or choreoathetosis.
The confusion and memory loss of chronic arsenic intoxication is also
associated with nausea, weight loss, peripheral neuropathy, pigmentation and scaling of the skin, and transverse white lines of the fingernails (Mees’ lines). Treatment is chelation therapy with dimercaprol
(BAL). Aluminum poisoning is rare but was documented with the
dialysis dementia syndrome, in which water used during renal dialysis
was contaminated with excessive amounts of aluminum. This poisoning resulted in a progressive encephalopathy associated with confusion, nonfluent aphasia, memory loss, agitation, and, later, lethargy
and stupor. Speech arrest and myoclonic jerks were common and
associated with severe and generalized EEG changes. The condition
has been eliminated by the use of deionized water for dialysis.
Recurrent head trauma in professional athletes may lead to a
dementia previously referred to as “punch-drunk” syndrome or
dementia pugilistica but now known as chronic traumatic encephalopathy (CTE) to signify its relevance to contact sport athletes other
than boxers. The symptoms can be progressive, beginning late in an
athlete’s career or, more often, after retirement. Early in the course,
a personality change associated with social instability and sometimes
paranoia and delusions occurs. Later, memory loss progresses to fullblown dementia, often associated with parkinsonian signs and ataxia
or intention tremor. At autopsy, the cerebral cortex shows changes
tau-immunoreactive NFTs that are more prominent than amyloid
plaques (which are usually diffuse or absent rather than neuritic).
NFTs and tau-positive reactive astrocytes are often clustered in
the depths of cortical sulci, and TDP-43 inclusions have also been
reported, highlighting the overlap with the FTLD spectrum. Loss of
neurons in the substantia nigra is a variable feature.
Chronic subdural hematoma (Chap. 457e) is also occasionally
associated with dementia, often in the context of underlying cortical
atrophy from conditions such as AD or HD.
Transient global amnesia (TGA) is characterized by the sudden onset
of a severe episodic memory deficit, usually occurring in persons over
the age of 50 years. Often the amnesia occurs in the setting of an emotional stimulus or physical exertion. During the attack, the individual is
alert and communicative, general cognition seems intact, and there are
no other neurologic signs or symptoms. The patient may seem confused
and repeatedly ask about his or her location in place and time. The
ability to form new memories returns after a period of hours, and the
individual returns to normal with no recall for the period of the attack.
Frequently no cause is determined, but cerebrovascular disease, epilepsy (7% in one study), migraine, or cardiac arrhythmias have all been
implicated. Approximately one-quarter of patients experience recurrent
attacks. Rare instances of permanent memory loss have been reported in
patients with TGA-like spells, usually representing ischemic infarction
of the hippocampus or dorsomedial thalamic nucleus bilaterally. Seizure
activity due to AD should always be suspected in this syndrome.
The ALS/parkinsonian/dementia complex of Guam is a rare degenerative disease that has occurred in the Chamorro natives on the island
of Guam. Individuals may have any combination of parkinsonian
features, dementia, and MND. The most characteristic pathologic features are the presence of NFTs in degenerating neurons of the cortex
and substantia nigra and loss of motor neurons in the spinal cord,
although recent reanalysis has shown that some patients with this illness also show coexisting TDP-43 pathology. Epidemiologic evidence
supports a possible environmental cause, such as exposure to a neurotoxin or an infectious agent with a long latency period. One interesting
but unproven candidate neurotoxin occurs in the seed of the false palm
tree, which Guamanians traditionally used to make flour. The ALS
syndrome is no longer present in Guam, but a dementing illness with
rigidity continues to be seen.
Rarely, adult-onset leukodystrophies, lysosomal storage diseases,
and other genetic disorders can present as a dementia in middle to
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late life. Metachromatic leukodystrophy (MLD) causes a progressive
psychiatric or dementia syndrome associated with extensive, confluent frontal white matter abnormality. MLD is diagnosed by measuring arylsulfatase A enzyme activity in white blood cells. Adult-onset
presentations of adrenoleukodystrophy have been reported in female
carriers, and these patients often feature spinal cord and posterior
white matter involvement. Adrenoleukodystrophy is diagnosed with
measurement of plasma very-long-chain fatty acids. CADASIL is
another genetic syndrome associated with white matter disease, often
frontally and temporally predominant. Diagnosis is made with skin
biopsy, which shows osmophilic granules in arterioles, or, increasingly,
through genetic testing for mutations in Notch 3. The neuronal ceroid
lipofuscinoses are a genetically heterogeneous group of disorders associated with myoclonus, seizures, vision loss, and progressive dementia. Diagnosis is made by finding eosinophilic curvilinear inclusions
within white blood cells or neuronal tissue.
Psychogenic amnesia for personally important memories can be
seen. Whether this results from deliberate avoidance of unpleasant
memories, outright malingering, or unconscious repression remains
unknown and probably depends on the patient. Event-specific amnesia is more likely to occur after violent crimes such as homicide of a
close relative or friend or sexual abuse. It may develop in association
with severe drug or alcohol intoxication and sometimes with schizophrenia. More prolonged psychogenic amnesia occurs in fugue states
that also commonly follow severe emotional stress. The patient with
a fugue state suffers from a sudden loss of personal identity and may
be found wandering far from home. In contrast to neurologic amnesia,
fugue states are associated with amnesia for personal identity and events
closely associated with the personal past. At the same time, memory for
other recent events and the ability to learn and use new information
are preserved. The episodes usually last hours or days and occasionally
weeks or months while the patient takes on a new identity. On recovery, there is a residual amnesia gap for the period of the fugue. Very
rarely does selective loss of autobiographic information reflect a focal
injury to the brain areas involved with these functions.
Psychiatric diseases may mimic dementia. Severely depressed or
anxious individuals may appear demented, a phenomenon sometimes
called pseudodementia. Memory and language are usually intact when
carefully tested, and a significant memory disturbance usually suggests
an underlying dementia, even if the patient is depressed. Patients in this
condition may feel confused and unable to accomplish routine tasks.
Vegetative symptoms, such as insomnia, lack of energy, poor appetite,
and concern with bowel function, are common. Onset is often more
abrupt, and the psychosocial milieu may suggest prominent reasons
for depression. Such patients respond to treatment of the underlying
psychiatric illness. Schizophrenia is usually not difficult to distinguish
from dementia, but occasionally the distinction can be problematic.
Schizophrenia generally has a much earlier age of onset (second and
third decades) than most dementing illnesses and is associated with
intact memory. The delusions and hallucinations of schizophrenia are
usually more complex, bizarre, and threatening than those of dementia. Some chronic schizophrenics develop an unexplained progressive
dementia late in life that is not related to AD. Conversely, FTD, HD,
vascular dementia, DLB, AD, or leukoencephalopathy can begin with
schizophrenia-like features, leading to the misdiagnosis of a psychiatric
condition. Later age of onset, significant deficits on cognitive testing, or
the presence of abnormal neuroimaging suggest a degenerative condition. Memory loss may also be part of a conversion disorder. In this situation, patients commonly complain bitterly of memory loss, but careful
cognitive testing either does not confirm the deficits or demonstrates
inconsistent or unusual patterns of cognitive problems. The patient’s
behavior and “wrong” answers to questions often indicate that he or she
understands the question and knows the correct answer.
Clouding of cognition by chronic drug or medication use, often
prescribed by physicians, is an important cause of dementia. Sedatives,
tranquilizers, and analgesics used to treat insomnia, pain, anxiety, or
agitation may cause confusion, memory loss, and lethargy, especially
in the elderly. Discontinuation of the offending medication often
improves mentation.
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